A 30-year-old man presented with livid-red to brownish, strongly infiltrated, and markedly elevated plaques of 1-5 cm in diameter with fine scaling on the buttocks, lower trunk, and lower extremities of 2 years' duration (Figs 1 and 2 ). Complete blood cell count and routine serum chemistry were within normal limits, with the exception of erythrocyte sedimentation rates of 18 and 36 mm in the first and second hour, respectively, and a C-reactive protein level of 8.1 mg /dL. Serum angiotensin converting enzyme (ACE) levels were elevated at 90 U/ L (normal values, 18 -60 U/ L), while serum lysozyme levels, vitamin D, and calcium were normal. The patient presented an anergic reaction to the seven antigens of Multitest Merieux.
Discussion
Sarcoidosis is an antigen-mediated disease defined by granuloma formation in different organs. It mainly involves the lungs, mediastinal and peripheral lymph nodes, skin, liver, spleen, eyes, and parotid glands. Less frequent manifestations also occur in the central nervous system, heart, upper respiratory tract, and bones. 1 The characteristic histologic feature is noncaseating epithelioid cell granulomas. 2 Cutaneous involvement is the second most frequent manifestation in systemic sarcoidosis and can be found in 20 -35% of patients. 3 It assumes a varying morphology: the skin lesions can be classified into specific and nonspecific. Specific cutaneous signs are large and small nodules, localized or disseminated, superficial or subcutaneous, lupus pernio, annular lesions of circinate type, angiolupoid, maculopapular lesions of erythematous type, plaque-type lesions, and scar sarcoidosis. The most common nonspecific cutaneous lesion in systemic sarcoidosis is erythema nodosum, which has an acute and self-limiting course. 4 In addition, several clinically atypical granulomatous skin lesions have been described in systemic sarcoidosis: atrophic forms with ulcerations, 5 extensive ulcerations, 6 psoriasiform plaques, 3, 7 hypopigmentation, 8 verrucous and papillomatous lesions, 9 ichthyosiform lesions, 10 pustular folliculitis, 11 papules in light-exposed areas, 11 lichenoid eruption, 12 erythrodermic eruption, 13 cicatricial alopecia, 14 lupus erythematosus-like reaction, 3 mutilating lesions, 15 erythema, and plaques involving the palms and soles. Chandani et al.
Skin manifestation of systemic sarcoidosis Cameo nodules. On the legs, they may resemble lesions of necrobiosis lipoidica. The plaque-type cutaneous sarcoidosis usually involves the extensor side of the legs, shoulders, and back. Epidermal involvement presenting as minor scaling can occur in any type of cutaneous sarcoidosis, but is very rare. Typical localizations of skin sarcoidosis are, in decreasing order: face, earlobes and knees, shoulders, extensor side of the arms, frontal thighs, and tibiae. Less commonly involved areas are the lower trunk and calves. The dorsal thighs and buttocks are involved rarely. 16 Our patient, however, presented with impressive largely plaque-type and nodular lesions on the lower back and flanks, which were strongly infiltrated and markedly elevated. They were of an intense livid red to brownish color with mild scaling. In addition, the patient had livid, infiltrated, extended plaques on the buttocks and calves.
The morphology of the patient's skin lesions led us to favor inflammatory skin infiltrates compatible with B-cell lymphoma. The histology, however, revealed numerous typical but very large sarcoid granulomas throughout the dermis. The assessment of the systemic disease revealed evidence of thoracic, heart, spleen, liver, and bone involvement.
Previous reports have described plaque-type cutaneous sarcoidosis to be associated with severe systemic involvement. 17 The common associations are bilateral and peripheral lymphadenopathy, pulmonary infiltrates, pulmonary fibrosis, and hepatosplenomegaly. [18] [19] [20] [21] [22] In contrast to lupus pernio, classical plaque-type lesions are not associated with uveitis and bone cysts, 23 while our patient presented a bone cyst in a finger. The exact incidence of cardiac sarcoidosis is unknown, although it is estimated to be 25% after histopathologic examination. 24 Myocardial scintigraphy with thallium-201 was shown to be a useful diagnostic tool for clinically nonevident cardiac sarcoidosis. 25 Although our patient had normal electrocardiogram and cardiac ultrasound examinations, myocardial scintigraphy showed evidence of cardiac involvement in terms of myocardial scars. Systemic Figure 1 Livid-red to brownish, deeply infiltrated, and markedly elevated plaques on the lower trunk and buttocks Figure 2 Close-up picture of the plaques on the lower trunk sarcoidosis with cutaneous plaque-type lesions usually follows a chronic, progressive course with persistence of disease activity for more than 2 years in 93% of patients. 17 Sarcoidosis has long been associated with mycobacterial infection, 26, 27 especially with cell wall-deficient forms of 28 or Mycobacterium avium complex, 29 although a causal correlation has not been proven and the role of mycobacterial agents in the disease is still controversial. 30, 31 The therapy regimen in this case took the extensive disease into consideration. After 6 months of treatment, organ involvement was not progressive and the skin lesions became flatter and brighter in color.
Mycobacterium tuberculosis complex
With regard to the clinical aspects, the ACE level decreased to the normal range after therapy. The ACE level correlates with disease activity and the number of granuloma lesions which are ACE producing. 
Case report
A 44-year-old man was referred to our department for evaluation of his extensive erythematous and sqamous patches and plaques. The skin lesions had developed slowly over a period of 9 years. In childhood he was diagnosed with neurofibromatosis type 1 when he developed café au lait macules, subcutaneous neurofibromas and axillary freckling. At the age of 10 years he developed epilepsy, which he was able to control using phenytoin /phenobarbital and carbamazepine. At the age of 26 years severe headaches and neurological disfunction resulted in the diagnosis of a fibrillary protoplasmic temporoparietal astrocytoma grade II. This was treated surgically and he has been in complete remission. The skin eruption, which was asymptomatic, had been present for 9 years. Elsewhere the diagnosis of dermatitis was established; he was treated once with a 3 month course of UV-B phototherapy and with the occasional use of topical steroids. Despite this Braam, Sanders, and Canninga-van Dijk Cutaneous T cell lymphoma, neurofibromatosis Cameo therapy his skin lesions had gradually progressed and covered a large area of his skin surface. He complained of fatigue but was otherwise free of symptoms such as loss of weight or night sweats. A family history was negative for NF type 1.
On examination we noted multiple subcutaneous neurofibromas, 10 café au lait macules with a diameter greater than 1.5 cm, and axillary freckling. Numerous erythematous and sqamous patches and slightly infiltrated plaques, mostly confluent, were present and covered approximately 60% of his skin surface (Fig. 1 ). There were no palpable lymph nodes, but ophthalmologic examination did reveal Lisch nodules.
Histopathologic examination of an erythematous plaque showed an epidermal infiltration of atypical lymphocytes containing enlarged nuclei with strong indentation. These atypical lymphocytes also appeared in the infiltrate of the papillary dermis, which was predominated by normal looking lymphocytes, histiocytes and melanophages (Fig. 2) . Immunohistochemical analysis showed that these atypical lymphocytes were CD3+, CD5+ and CD30+, with partial loss, especially in the epidermis, of CD2 and CD4.
Laboratory examination showed a slightly accelerated erythrocyte sedimentation rate of 19 mm after 1 h (normal < 5 mm / h); otherwise no abnormalities were noted. Staging procedures, including chest X-ray and abdominal sonography, did not show lymphadenopathy or extracutaneous lymphoma localization. Clonality studies were not performed.
The patient was diagnosed with neurofibromatosis type 1 and mycosis fungoides (MF) stage 1B, and was treated with narrowband UV-B phototherapy. After 5 months of therapy (cumulative dose of UVB 31 J/cm 2 his cutaneous T-cell lymphoma was in complete remission. Three months later he experienced relapses of MF patches, especially in the groin area. As this area may be difficult to reach with UVB therapy, he was subsequently treated with topical steroids, to which his MF patches partially responded.
Discussion
Neurofibromatosis type 1 is a common genetic disease with an incidence of 30 -40 : 100,000 / year and is characterized by multiple neurofibromas and skin pigmentation. Associated abnormalities may occur, such as neural tumors, polyneuropathy, epilepsy, hydrocephalus and pseudoarthrosis. 1, 2 Neurofibromatosis type 1 is caused by mutations located on chromosome 17q11.2 where a gene, 60 exons in size, codes for a tumor suppressor protein named neurofibromin.
1,2 The estimated mutation rate of the neurofibromin gene is as high Atypical lymphocytes in the superficial dermal infiltrate and also infiltrating the epidermis as 1 in 10,000, and it is estimated that at least half of the cases with neurofibromatosis type 1 are new mutations. 1, 2 There is 100% penetrance but a large variation in expression of neurofibromatosis. The loss of function of the neurofibromin gene may increase mitogenic signals to the nucleus, thus causing a syndrome that predisposes patients to the development of neoplastic disease.
Neural tumors can occur with an incidence of 43% compared with 1.7% in a normal population, and usually in patients over 10 years of age, peaking in their third decade. 3 Astrocytoma, as occurred in our patient, has a reported incidence of 2% in patients with neurofibromatosis. 3 Haematological disorders that occur in neurofibromatosis type 1 are mainly myelogenous leukemia in children. 4 The association of late-onset neurofibromatosis type 1 and the leukemic stage of cutaneous T-cell lymphoma has been reported by Trattner et al. 5 However, MF is an uncommon lymphoproliferative skin disease. The male:female ratio is 2 : 1 with a peak incidence at approximately 50 -60 years of age, but it can occur at any age, with a similar presentation. 6, 7 Mycosis fungoides is a primary cutaneous T-cell lymphoma characterized by erythematous scaly patches or plaques that may develop into tumors. In later stages of the disease lymph node and visceral organ involvement may occur. 8 Histologically there is an infiltration of neoplastic T cells with marked epidermotropism. Cytogenetic studies of MF and Sézary syndrome have revealed numerous numerical as well as structural chromosomal abnormalities. 9, 10 These may involve chromosomes 1-6, 8-10, 13, 15, 17, 19 or 20. The breakpoint at chromosome 17 is inclined to be the pericentric region. There have been no reports linking MF with a mutation on chromosome 17q11·2 nor with the loss of function of neurofibromin. Many numerical chromosomal aberrations and rearrangements resulting in complete or partial monosomy have been reported in patients with MF. 9, 10 The reported association between neurofibromatosis type 1, an astrocytoma, and early stage MF appears to be a fortuitous event. However, further investigations are needed to establish the exact relation between these disorders. Naevus lipomatosus cutaneous superficialis is a rare idiopathic disorder of connective tissue, which is characterized by mature lipocytes collections situated ectopically within the dermis.
Characteristic lesions consist of a clustered group of soft, fleshy, skin colored or yellow nodules, that arises on the lower trunk especially on the buttocks. They are generally present at birth, or may appear during chilhood or adolescence.
Report of a case
An 8-year-old-girl, presented a plaque composed of multiple asymptomatic cutaneous nodules in a segmental distribution localized to the right lumbar and upper gluteal area. The lesion was first noted at the age of two years and had gradually increased in size proportionate to her development.
Otherwise, the girl was in good general health. Her past medical history was unremarkable and no one else in her family had similar lesions.
Physical examination showed multiple slightly brown or flesh-colored, soft, sessile tumors and nodules, coalescing in a zosteriform distribution, involving the upper gluteal area on her right side, without extension across the midline (Fig. 1) .
Histopatology
Microscopically the epidermis was normal. Both the papillary and reticular dermis were thin. At the base of the reticular dermis there was mature adipose tissue interspersed with bundles of collagen. These fatty lobules were located particulary around small blood vessels. The lobules were not encapsulated and appeared to be continuous with the subcutaneous tissue (Figs 2 and 3) .
Discussion
Nevus lipomatosus cutane0us superficialis (NLCS) is a relatively rare but distinctive hamartoma of adipose tisssue, characterized histopathologically by the presence of ectopic mature adipocytes within the dermis. It is usually present at birth but can arise within the first three decades of life 1 . The first case was reported in 1921 by Hoffman and Zurhelle 2 and fewer than 80 cases have been reported since then. Two distinct clinical subtypes have been described: the multiple or classical form, that we report, and a solitary form.
The multiple or classical form, described by Hoffman and Zurhelle, consists of asymptomatic yellow or flesh-colored tumors and nodules that may coalesce into plaques with a linear or zosteriform arrangement. Its surface can be cerebriform with comedones and cystic dilatation of hair follicles. This classic type has a predilection for the lower back, gluteal area and upper posterior thigh, but can also be located on the abdomen, thorax or scalp 3, 4 . The second subtype,which is more common, is the solitary form. This presents as a single, often pedunculated, fleshcolored nodule, located at any site. It is also called a pedunculated lipofibroma [5] [6] [7] . There is no sexual predilection or familial incidence, and there are no systemic associated abnormalities, but in some cases café au lait macules, leukodermic spots and increased hair over the nevus have been reported 8, 9 . Histopathologically, the main feature is the presence of mature, ectopic adipocytes, embedded between collagen bundles into the dermis, around the blood vessels of the subpapillar plexus and also the papillary dermis 10 . These groups of fat cells lying into the papillary dermis are essential in order to distiguish a giant skin tag from NLCS 6 . Additional features of the NLCS are changes in the collagen and elastic fibers and small blood vessel proliferation 1, 11 . In some instances marked deposition of mucopolisaccharides has been noted 12 
.
On electron microscopy, no abnormalities of the epidermis or the thinned papillary and reticular dermis have been reported; the underlying adipose tissue appears to be composed of mature fat cells; inflammatory cells can be observed around the vessels, which are normal 13, 14 . The pathogenesis of NLCS is not clear and several theories have been postulated 10, 15 . The most widely accepted one is that NLCS develops from mesenchymal perivascular cells, presenting first as primitive lipoblasts that subsequently evolve to mature adipocytes 8 . There is no explanation as to why the classical form of NLCS shows a marked predilection for the pelvic girdle area 16 . Clinically NLCS may be differentiated from neurofibromatosis, focal dermal hypoplasia, connective tissue nevus, lipoma, epidermal nevus, lipoblastomatosis, and MichelinTire syndrome; clinicopathologic correlation easily segregates these entities 8, 17 . No malignant transformation has been reported 6 and surgical excision is the treatment of choice. Physical examination at our hospital showed an ill-defined, nontender, flabby tumor, about 20 × 8 cm in size, on her left thorax (Fig. 1) . The tumor was soft and movable from the ribs. The surface of the tumor was skin-colored and covered with slightly whitish follicular papules with prominent hairs, which were larger and coalescent in the central area. Such follicular papules were also seen around the tumor. The results of laboratory examination, including blood cell count, urinalysis, serum chemistries and electrocardiogram, are within normal limits. The tumor was resected again for a cosmetic purpose to decrease the volume of the mass. Our clinical diagnosis was smooth muscle hamartoma associated with lipoma, although nevus lipomatosus cutaneus superficialis (NLCS), neurofibroma and connective tissue nevus were considered as differential diagnoses.
Histopathological examination showed an infiltration of ectopic fatty tissues around the capillary blood vessels and cutaneous appendages in the reticular dermis (Fig. 2) . The lobules of the fat cells were larger in the lower part of the dermis than those in the upper part, and the border to the subcutaneous fatty tissues was unclear. There was a prominent increase in the number of hair follicules, which accompanied hypertrophic sebaceous glands in a compact and columnar arrangement. The fat cells in the dermis showed no atypia and were indistinguishable from those of normal adipose tissue, although the size of the cells was uneven and often smaller than that of the subcutaneous fat cells (Fig. 3) . Beneath the hair follicules there were well-developed fatty tissues. In the fatty tissue, there were many elongated capillaries which eventually extended into hair papillae.
The epidermis showed mild papillomatosis. Increase in vascular components was not recognized. Azan-Mallory staining revealed that pilomotor muscles were not increased within the tumor. Thus, histological diagnosis of NLCS was made.
The tumor is still slowly growing, and further surgery for cosmetic purpose is planned.
Discussion
NLCS is a hamartomatous disorder characterized by ectopic adipose cells in the dermis. Two subtypes, a solitary form and a multiple form, have been reported since the first report in 1921 by Hoffmann and Zurhelle
1
. The solitary form shows a small nodular or sessile skin lesion that is indistinguishable with a fibrolipoma or a giant skin tag. The multiple form is a rare type, and the multiple skin lesions are seen at birth or develop during the first three decades of life. The classical appearance of the multiple type has been described as smooth or wrinkled, skin-colored plaques or yellowish nodules around the pelvic girdle areas, which often show zonal or zosteriform distribution [2] [3] [4] . However, there is a broad variety in the number of the nodules, as well as in the clinical features, . Our case is clinically unusual, because she showed a flabby and bulky tumor in the lateral chest with coalesced follicular papules and hypertrichosis on the surface. Histologically, besides the prominent ectopic fatty tissues in the dermis, there were remarkably hypertrophic pilosebaceous unit and well-developed fat cells both around the follicules and below the hair papilla. Such a hypertrophy in the pilosebaceous unit in NLCS, to our knowledge, has been described in only one previous report 8 . The origin of NLCS is still unclear. In early lesions, Jones et al. hypothesized the presence of perivascular primitive lipoblasts 3 . Since there are various extent of increase in other mesenchymal components such as collagen bundles, elastic fibers, fibroblasts and blood vessels 9 , considerable overlap of NLCS with connective tissue nevi has also been suggested 6 . There are also a few reports of association with Becker's nevus with connective tissue nevus 10 and follicular-dotted appearance with smooth muscle hamartoma 11 . The primary symptom in Beckerís nevus is a hyperpigmented patch which is not present in our case. Thus our case is differentiated from Beckerís nevus. Association of the hypertrophic pilosebaceous systems seen in our case suggests that epithelial components are also involved in NLCS.
primary hypogonadism, myasthenia gravis and celiac disease. Vitiligo, alopecia, dermatitis herpetiformis, serositis and other minor manifestations, such as Parkinson's disease, primary biliary cirrhosis, megaoesophagus may occur with increased frequency in individuals with this syndrome. 5−7 Type III is an ill-defined group of diseases that are characterised by the coexistence of thyroid gland affection, diabetes mellitus and non endocrinological diseases such as vitiligo, pernicious anemia, and alopecia. 2 It may be considered a preliminary stage of the type II syndrome. PGA syndromes are potentially life-threatening conditions; their early recognition allows prevention of significant morbidity and mortality but is often complex and needs the collaboration of more than one specialist. The diagnosis of polyglandular insufficiency is often delayed due to non-specific symptoms at early disease stages and careful re-examination is mandatory to ensure adequate treatment before life-threatening complications occur. 8 From this point of view, dermatologists share an important role. In fact, mucocutaneous candidiasis is, in the majority of the cases, the first clinical manifestation of PGA syndrome type I 4 and in type II syndrome cutaneous manifestations not only offer an important clue to the final diagnosis of the condition, but also can be used to identify paucisymptomatic individuals who are at risk of developing other component diseases of the syndrome. 1 To date the mucocutaneous conditions that have been described in association with PGA syndromes are: mucocutaneous candidiasis, oral squamous cell carcinoma, vitiligo, hyperpigmentation, alopecia, dermatitis hepetiformis, keratoconjuntivitis, ectodermal distrophy involving the nails and the tooth enamel and cutaneous vasculitis. The case we have reported is unusual because of the development of lichenoid lesions of the oral mucosa in a patient with PGA syndrome type II. Since we have excluded the presence of lichenoid drug reactions, lichenoid lesions associated with amalgam or other dental restorations, lichenoid reactions to hepatits B vaccination, other oral lichenoid lesions such as systemic and discoid lupus erythematosus, oral psoriasis and chronic ulcerative stomatitis, a diagnosis of OLP has been made. With regard to this, it is important to underline that associations of LP with several different well-recognized autoimmune diseases, such as alopecia areata, vitiligo, dermatomyositis, myasthenia gravis, pemphigus vulgaris, rheumatoid arthritis, Sjogren's syndrome, have been documented, 9 suggesting a common pathogenesis. Furthermore, several studies from southern Europe and Japan, have reported and suggested a possible relationship between LP and chronic liver diseases, especially chronic HCV infection.
9−11 However, in our patient HCV antibodies were negative, and her history of chronic active hepatitis should be related to the development of multiple organ-specific autoimmune diseases occurring in PGA syndromes, even if, to date, the association with chronic active hepatitis has been reported in PGA syndrome type I only. 1 In conclusion, we suggest that the development of OLP in patients affected by PGA syndrome type II supports a common immuno-mediated pathogenesis and might represent a useful clue to the final Figure 1 Keratotic striae in conjuction with atrophic and erosive areas of the right buccal mucosa Figure 2 Biopsy specimen from the right buccal mucosa shows hyperorto (para) keratosis, acanthosis, vacualization of the basal cell layer, and an intense band-like infiltration of lymphocytes (hematoxylin and eosin stain, × 300)
